Document made available under the 
Patent Cooperation Treaty (PCT) 



International application number: PCT/JP05/001095 
International filing date: 27 January 2005 (27.01.2005) 



Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2004-051526 

Filing date: 26 February 2004 (26.02.2004) 



Date of receipt at the International Bureau: 26 May 2005 (26.05.2005) 

Remark: Priority document submitted or transmitted to the International Bureau in 

compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



PCT/JP2005/001095 



H * HI 



# fF Jt 



28.01.2005 



JAPAN PATENT OFFICE 



^4|Jlt^- , eUi £ HE 59 1" * o 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ffi M ¥ ft B 
Date of Application: 



2 0 0 4 ^ 2JI26B 



ffi M # 

Application Number: 



#M 2004-051526 



The country code and number 
of your priority application, 
to be used for filing abroad 
under the Paris Convention, is 



JP2004-051526 



Applicant(s): 



A 



.) 




2 0 0 5^ 5J! 1 2 H 




If it 

Commissioner, 
Japan Patent Office 






tiiiE#-^ tBfE# 2005-3020490 



mm 2004-051 526 



1/E 



[***] 

[ft*] 
[#&w#] 

[ft*] 

[f^X^i^r] 
[ft*] 

If] 

[ft*] 

[ft*Xii*#] 
[ft*Xi±*ffc] 

[#^mtiA] 

[ftj^fXii^] 

[ft*X«*#] 
[#^ffiMA] 



[#& 




[ft*Xi±*^] 
[<tSA] 

[»j#-^] 
[#a±] 

[ft*Xii*1fc] 
[MLfcftaA] 
[»J#^] 

[#s±] 

[ft*Xti*#] 

[#ifc«-^»^] 

[^H^ifel^f-] 

[^#^M] 

[t?#*] 
[»#*] 

[W#*] 



#fffS 

P-1127 
A61K 38/27 



MW^fill^Aili^Prr^ALliiii^^ffl? 7f4 2 

/hill 



E3, 



^^JUlrA^nTiTfmM 8TH4f 26f ^^Y? ;vAfa 3 0 

1^ lif^ 



^/iimjiiiif rtr 

if: 



KitM4T§ 2 7#1 3^ 



^M?£$mm\\ 2T@28f 1 0-90 1 

n# mm 

503360115 

503221632 
/hill 



7^ 

503221654 

Sri 



8T@4f 2 6f /^h^WcS] 3 0 



503220015 
100096758 



100114845 



003414 
21.000R 

1 

■mm i 



fflfE# 2005-3020490 



#If 2004-051526 ^-*J : 1/E 

im^m i ] 

mtti mm #m t -t & tz ^ # < o ^M«dfett«i£?-»si „ 

[fjf «| 2 ] 

<d mm ^mmm^mM 0 

[Mf3fcS 3 ] 

mmM 4 ] 

fulfil y ^-f - V y 7 V 3 - ;v fc *° V ?L^£ fi # y • if y 3 - <b ft a 7"n y ? 
3 j}? y -v- (7)11^^1^3, 000^ k 20, 000-C& & £ fc tts If** 2 ffitto 

[W^Tg 5 ] 

Ttui5*° 'Jxfl/>^;3-/i/iji{ y ?LM i tz \t # y ?LI£ • ^ y 3 - ;HJ?^ f,44/n^ 

*°y j^?-uyyv 3-^ofi#ft(#**20*»&90X-c*s t fc £#l§tfc 

[MM 6 ] 
[ft M 8 ] 

i- * m <Dtzh \i < \<mm <d mm fammm^mm 0 
immM 9 ] 

[W*S1 1] 



ffifE#2 005-3020490 



4f M 2004-051526 ^- v : 1/ 

[0001] 

h 1- £ 7t ^ tif < i±mm <d mm mkmmttwmi & x <d m mm k m -t & 0 

[0 0 0 2] 

tz ^ ff < wmm<DKm m Kt>tz%> wM^mtm mm a, z ti z x *° y • ^ja- 

(PLGA) *&MKLX*<D0>< fcMftft $ *LT § (Mx.ii\ #Bt» 1 2, 
1> 2, 3#BS) o ife, tf^tM^ OiGH) ^^*1-^PLGA*MJt L7t#M4 

t LT(±$?t Lwftf^tLtv^o -m%^l±PLGA*&mir &i£m±MM*mj&i- %m 

19 > plga £ m v> Tc^ifettm^^m^i & tBti- z> \z \± , 1 7kmm t * i%m -t %> 

[ 0 0 0 3 ] 

{i\ ^#^»5, 6#M) o Lri»U V^-f ^^2^^tr*) !9 , 7^* ^ h Olil 1 ^ & 40 
^80,« Wi200/< mfc^i < , Ifflv^f -C<^?±|^-^t±BI|-e^ £ 0 £<bKl, in vi 

& 1XJSJLT t /Jn $ co o 7t o 
[0 0 0 4] 

[t^tl] #^¥10-231252 ([0005], [0006]) 
[ffcfrlfcSfc 2 ] *H#fP 5656297 (1997. 8. 12) 

[it^it 1 ] O.L. Johnson et al: Nature Medicine, 2: 795-799, (1996) 

M. Takenaga et al: J. Pharmacy Pharmacology, 54: 1189-1194, 

(2002) 

[#M#ft:£it£ 3 ] S. Takada et al : J. Controlled Release, 88: 229-242, (2003) 
[#M#lt:M4] NDA 21-075 

[^NtF(K\£Ife 5 ] J. Guicheux et al: J. Biomedical Materials Research, 34: 165 
-170, (1997) 

[#Mflt±#t6] H. Gautier et al: J. Biomedical Materials Research, 40: 606- 
613, (1998) 

imMmrk t x 5 1 -r %> mm] 

[0 0 0 5] 

ffiiE# 2005-3020490 



#fS 2004-051526 ^- v : 2/ 

[0 0.0 6 ] 

mm * mvt-t <o^m 

[0 0 0 7] 

m=F*mm~tz> acict, &foftm&&ts «t a^mMffc £#-wo»j#*7K t *r« 

^frfifflf^ttSE^Hb'frW £M * lift* § t i: K J: o T J: •) fiJWM C*> 
<b C „ ra^Ftc*j»io®«iifcffi * £ *? < T* § * i t & & *v>/£ L 

[0 0 0 8] 

o ^L'ttT^'f his -fctf^oBNMfc^lKlfi^P^ iWftt#*;^-cl5o fcfc 
x-tf, rillP^ • fPEBtfH^li. M^-Wfii-b^^^t^fx^^y'J-X? 
^-f ^4r9 5 y S3ft£tttJK , 7-9^-v>\ 1984J fc|Bf&S tLTV^ ^ 

■&$>\fbtiZ> 0 tFn^^>7A7^^ISt^*JV->^A (Ca) U > (P) ©Jtspfc 
«fc o T^rttdM^iiR^^ «9 . (Ca+Zn) /P<Dj&&l. 67 J: 4/h$V>fc^cJC»»t-^ 
t<4*rtTO}|*jiSi { a<44o (Ca+Zn) /PtfMifiWU 1.67 1.51©ti^ffJLV^ 

it<£&o MS?USte^a~800T:^V^ti£/^\ 150~600 o C^f £ bv> 0 150 
-400°C^J: W £ bv* 0 800 < CJS>JL±-trM$tL^ ^^ft^I^c < 10 

f£^-@f±> ¥^t-C50//m^TWi b<Jflv»fc*L<& 0 b^b, *4 »?-dN$v>fc ^ wc* 

tt^W^Asjs^T-T* £ tf*JRifc 3 ft, 0. 1 -50// m^i b < „ 0.5~30/i m^i 
•) EP* b < fflv^ft, 0.5-10^ m*»3 b <ffij££ft& 0 

[0 0 0 9] 

i o #?Ltt t**4 mtt %> SLfcnts ^'WM^it^m k « > *° v ?lm (pla) t 

^ \t *° V • 7'J3- (PLGA) . VV^ya-fl/ (PEG) &CPLA33 «t tT/S 

^mif«#^ ^**5&«, PLAt 3tliPLGA*SiatKHfflv>* i£#:ftM^tt^^«® 
b^T^^>f M?±5W»*t4, iwfcStc^ctz»5BiL*v>^r«*^*'ttffl^"*<0 

^bfcyn y ^ 3#iJ Y-«| bV^^^tLTto ^o|g^«^;«PEG(7)M*^^7lc 

Safe^PLA* ^{iPLGA^^x;v^b^'fb^-e ! fc «t <> PEGOM-^^^^-r^^b 

/^!|^uv> 0 prmfti^x7-^<Dm&, i&oMWite, ocH 3 . 7^3+'>afe4^-cfiitt 

J;v^ 0 PEGfcPLA4fcttPLGAOjfcJ*S{±, PEG^Mibt?20~90%^f^ b < . X *) 

bv^ 0 -7"~n y ^ n^ 0l J v-iT)^! ii, <£#T~3, 000-20, 000 b < > 5,000-12 
,000^ ? J: D&i bv> 0 ^rtffi^ttlB^O-ttffiitt, 7^^>f M§S#«O3~100fi»% 



m§E#2 005-3020490 



#11 2004-051526 i? ; 3/ 

[0 0 10] 

*»tt2flH^*<b#WfcLT»±, ffiftjE^ i^SS3E#&, R@£1lI8\ tft*;vy^A N 

ma, 2~3ortr&;g>o 

[0011] 

t MKftH^- (HGF) „ ail^lfflia^^HT- (FGF) , IGF-1. EGF, 

NK4, VEGF, NGF, BDNF, BMP. TfV^^f 4 y?-7x.u (INF- a ) . > 
^-n-fdr>SM (IL-2, IL-4, IL-5%^) , EPO, G-CSF, -f^y^ AM\ TNF- « , fit 

#?Ltt7V^^ h^oiJAfiti, Lv>„ #?L147V^^ Yfil^&feKMXZ 

[0 0 12] 

4 ii7KrF^nf4v#S ( Tfc i: x. if T -fe h > s * y - ;v % if) 

^vt^^ 1 £ 5±Mv»f ic^il, mw<vik, &mKj&Kx&fefoM%}f*inx.xm& 

£ itHj & ^W* 1 ic^ffc $ * t £T i 7t ii 1*1 1*1 & if K: mm^-lr & 0 M^m ten 

sm«^2 5 GjaT<z>>fc \ots-t lv> 0 itL&fcsua-j-atfcjfe 

tJOfgf£% ifii ioTR44#, — feiftfcW: 1 ira^±©fWt Lv^o 
[0 0 13] 

^IPJ K J: U # 5> fLfctRfi^-jyW ti * tz ^ if < tt» * ^ * < £ & 3 B J0l± ic ij m$t 

l, ioMommtkmn, $mK4^<, ?z^l$<tm^m$>^k±3o%te&m1rz>mtt 

, ttftft i' ^ii L fetttt^JljW tilt § , $ tLjfe 7t A if < 

[0 0 14] 

•tf'ii^v^o 

[0 0 15] 

(HMMl) 

MfiSol^S 2®SOM#&gg|t Kn^r^r^N 0 ^^ h (spJ&li^fS 8 M m) ^fflv^r 
^rtM^OSSTOm^tfo^o SD^Htty y h (6Mtt) *l»5E5ffiv^ 0 180"C 
*i»°p i 400°CMSp n n tl^etimmWL (0. l%Tween80, 0. 5%CMC-Na, 5%"? >-h~ ;^7X 
i'^-tfe^^, 1 m$>fz i?0.2mlcO#S"t?H Kn^f^r^'f h5mg"f ^>*WU I P#:J&. 
TOtttZ&J^LtZo (3!%m, 1. 5, 1 0, 1 5, 2 0 0) jgB#fi&»Cifc#»4fc 

0?S»=lrffimL, -€-^MSfc*^'>^Afi*M5gL7t (^-1, 2) 0 ^#^1^?> 

HifE#2 005-3020490 



#11 2004-051526 ^- S> : 4/ 

5 Hi -C0iB^K <t llll±2fea < mi)W Ltztf, * )V v A»^=p^±iiJD^ t if i o 
fco -S-^?£AM^IM:> #;i^><^ A*h & ^M*^B^-180t:^ap n n -e{i^ 1 5 0, 400 

[0 0 16] 



-1 IffitKP^^W^Ult ( mg ) 





3B^^ 


1B 


5B 


10H 


15B 


20 B 


loll USGiijgqn 
\ ri— o y 


14.2 


27.1 


28.0 


17.0 


2.3 


0.0 


( n=5 ) 


14.0 


23.9 


29.1 


23.2 


10.8 


0.0 


[0 0 17] 
















is 


5 H 


10B 


15B 


20 B 


i8o°c^sa 

(n=5) 


1.27 


1.53 


1.45 


0.26 


0.01 


0.00 


400°CMSS 
(n=5) 


1.33 


1.62 


1.91 


0.48 


0.20 


0.00 



[0 0 18] 

(Mum 2 ) 

WOtt-MlLfct Fn^yTA^^ f (HAp) tp<D% ;v i/f? A 605% LtfrSt 
S# (HAp-Zn-0. 5; ^^v^A9. 5mol C^LTII&^O. 5mol) 100mg^PD-10^ 9 A (amers 
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WS4f, l,2,4,8B*Wft»l$, MflIii2Hft(:IfIJ: !? S&JfiLfcfi 1 ^ hGHOjfll** 
S^^iKlEIA-^gAIA-6000 (Sv-ft^tt) ^.OTx^ h fTOSOHj II (HGH)£ffiV> 

a m k *> & * ife&j&nK * & tt o 

[0 0 2 6 ] 



5 hGH (hGH 14. 3%) <£> in vivo 





4hr 


8hr 


12hr 


16hr 


1day 


2day 


3day 


4day 


5 day 


hGHJfilct3jRS(ng/mL) 


4.6 


31.6 


99.9 


101.3 


95.7 


29.9 


11.4 


8.5 


5.8 



6day 


7day 


8day 


9 day 


10day 


11 day 


12day 


14day 


4.2 


3.4 


2.6 


2.0 


1.8 


1.6 


1.9 


1.3 



thSE#2 005-3020490 



#11 2004-051526 -J ; l/E 

[Rife] 



ffifE# 2005-3020490 



#11 2004-051526 ^- i? : 1/E 

#fl 2004-051526 
50400313303 

mm 

m^um±m 0094 

16^ 3 5 H 



[iftttJH] TO16^ 2 J! 26 0 




tB|E# 2005-3020490 



#M 2004-051526 



1/E 



#112004- 51526 
304062317 

if v - -9- - ^-^#%fc 
100096758 



100114845 



003414 
4, 200R 

0417797 



ffiSE# 2005-3020490 



#M 2004-051526 



— 



1/E 



#11 2004-051526 
50500087821 

#£/fc 6 8 9 0 

±PJ& 17^ 411 IB 



IflA] 



W17^ 1^19 0 
304062317 

HMkJII&JHWF TfrJlllWIZlMBBKri#2 lf 
# V - -9- - 7-#c5££r*t 
A 

100096758 
tf ;l/ 3 Pgr 



100114845 
fcf/l/ 3 pgr 



ffi|E#2 005-3020490 



#M 2004-051526 



m m a 



[5033601153 



1 . 0 

ft ^ 



2003^10/i 10 

fits 

Jf^ftJII □ WW 4TI 1^8^- 



2 . sem^j! h 

ft pJr 
ft ^ 



2 0 04^ 4 J3 10 

if EEiJjUII □ WHT 4 T a If 8f 
$t! M S A ?4 ft $i 



tBfllr^- ffl!I#2 0 0 5 - 3 0 2 0 4 9 0 



#J£I 2004-051526 



m m A 



it m 



[503221632] 



i . m^;§ B 

ft PJf 



2003^ 6^180 



tBIE^-^- tBfIE# 2 0 0 5 - 3 0 2 0 4 9 0 



■ — -y 



mm. 2004- 051526 



£B HI sK 



i 



[50322 1 6 54] 



1 . SS5S¥J3 S 



20033s 6H18S 



W^Jiim/nifTfj^EitflniUTg 2 7t nf 



tBIiE#-f- mfIE# 2 0 0 5 - 3 0 2 0 4 9 0 



#JM 2004-051526 



m m a 



n 



[ 5 0 3 2 2 0 0 1 5 ] 



3S> 



1 . m^^n h 



2003^ 61180 
MRUtL~MKW\\ 2 TS 2 8 



10-9 0 If 



miEHf- ffi|E#2 005-3020490 



■s< — -y . 



#S 2004-051526 



ffi m A 



* 



[504075533 ] 



1 . ^M^J3 B 
ft £ 



2 0 0 4^ 2|2 6H 

#^JII*^:fOlt^H 8Ti4f 2 6 
0 7^- 



tHwE^w tBfiE# 2 0 0 5 - 3 0 2 0 4 9 0 



6/E 



#M 2004-051526 



m SI A Jfl 



n 



[304062317] 



1 . ^H^J! B 



2004^12^ 60 



asHwr it2 it 



£BfiE#-^ tBK#2 0 0 5 - 3 0 2 0 4 9 0 



